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mmnzm ivi 

CD 8 7&C*ff£ U F?:^M^i:lT^3i:5:#fi:tS, taH I V 

Mo 

cd 8 7{c*hrsy#> k#, W^M^a^- ifM^*^ y -fyy? 
cd 8 7jcm^-^>u^> ^^*?n3r^-if§5:/^*^ ;-¥yy? 

^RJS 1 (DffLH I Vlfllo 
[»#*4] 

CD 8 7{C^fSU^> K^ATFTfi&S, »#3Cl©tftH I VI. 
CD 8 7}C*ff<5U^f> K#, ATF®, C D 8 7 lC*f|*l$fc*g-&1£S: S 
[fl#£6] 

CD 8 7lC*h*-£y K^JtCD 8 7tfLfaX*&2>* TOlC^HIVi. 
CD 8 7lCft S'J^ MCD8 7», CD 8 7 lC#||l$&Mlirtt£ 

fM^tUTATF, XttCD8 7 tC*mttfc*S£tt & A T F (DffiK 

CD 8 7JC«**«&t6«ia*, CD 8 7{C#M^tC^-a-r^>#»K$:^t--g) 
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CD 8 7JC«tt«K%«»a-ttTCD 8 7 {C^M^lC^lT dtt^M 

:/£:, ffiH i vfllttCD#"rsr fc©fliastifeaiE*IC&*iH I vi££ lit h/\ 

[»*«12] 

<D±m*KMmzn2>H i v^M&sn^-rsx^y^i:, m^£*i£h i 
^f-iiijtgif zx^yzft. hi v*^©j»ffi&ariwL&tttft 

[0 0 0 1] 

[0 0 0 2] 
[t£5fctf)&ffi] 

(AIDS) (DjgS^-f ^T'feSH I Vit. UbUV 
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n AA^mstv-So ^d-?^;wdn A&, ^-r;i/^ i#©^"t^>-r 

?^f;i/^ f®5'»LTR (Long Terminal Repeat) fil^fc^O^- 

^-tbt, -?-f;i/^mRNA^3tl6„ 3fflmRNAlC(t :R£tf)J|&o 

)vxm+<DMm*y^?n. )vx<Dmm*wM-tz>*y^?M^tf'$<£tiz> 

, ?&^©CD4»ttjjl|ffifa^fiS«Stl«. mtC^ffitLTTg^li, fffe^CD4H 
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[0 0 0 3] 

H I V^#©#|*fT*l±, H I VSr^fSfcfttCti^^jffilS^fffctlT 

ftl^tlTV^ (Levy, J.A., et al., Immunol. Today, 17: 217-224(1996), Fau 
ci, A.S., Nature, 384: 529-534(1996)) . ^rti^CO^^-t. It, ©EfC^^E^-f 
> (RANTES, MlP-a, 1/3, S D F - 1 ) ^ I L - 1 6 tlT 

v*s#, -e*ie><z)*-ettCD 8i»i4j|iniiaa*©»tH i v*s<ff <z)±t£Mt*£& 

[0 0 0 4] 

tsi^^tsaittifts. i l - 1 6 iiH i v<Dmi£&mM'tz>z.z.wfin 
Mfcstir^s. i*i&ttA i d smmmt. Lrgi^stioott**^ ^fft 

[0 0 0 5] 

3Sft, AIDSMiilUv j£C^HIWi (^n-)>f;^DNA©^ 

if >r > t tr ^ - 1 m) zmm-rz^mwmmm (haart) tf^isstu **ucfc 

[0 0 0 6] 



m$E#2 001-3112005 



#2001-04265 5 



&-?#&v^ a i Ds^isih©fc«)K:tt, h i v^#«-etie><z) 

[0 0 0 7] 

"TSrh^#VN 0 t^oT, A I D SCD^©»^MOfe«)IC(t ittHI 

&M^e>*iTv^mH i v^^#Mts© t. o ^i^put? h i vmmzmm 

[0 0 0 8] 

A I D Si&**Kl»V*H|ftsffl"S>, »ttH I VtfffiSikfctfr&JCtt, «JB 
[0 0 0 9] 

ii"t*-5 8KB] 
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[0 0 10] 

#5gEE#^tt> H I V«&#J:y#«LfcCD8»ttfflJ»&HTLV - 1 

y -y^T^^-f ^ - # - C7) 7 ^ J%V&V i 5>f% > h (AT F 
: ami no-terminal fragment) 2> Z. £ & MtfJ L fc. StH^tt, (1) ^«bTW 
* (1.5ng/mL) t'KH I VlStt^tli:, (2) n 7 7 - S>*BIrM$& 
tfTjffl]®*ifatt(Z)H I V&fiiftiZftLX&GMX'&ZZ.t, (3) ma^tf 

H I VVJ ftX&mMVJ *;WC33V*T *>f;i/*mRN A(Z)|BSRJ; »J^<Z)|gPgf 

fc. A T F {£, MiKDCD 8 7 lC#^»lC*g'£"*Sffi« i &:#'r 

AT F fe^^igJC^CD 8 70'J KT*&§ Zl ^©KtC^D^tlT V^l©# 

^D^rt-fS^^^y-^Ti'r^^-^- (HMW-uPA) {C%> 

ffiLfe, Jgfcte, «»f ©Ha*'? n ^t-€®4riBl«i: utffetife A T F 
^©iH I ViStt&ft^r fc#fl!38S4xfc. Hictt, JtCD8 7W 

ATF^iMH I V^M&ftSri:, MATF0iH I V^ffl^CD 
8 7^ilieI-*CD^^^ (CD 8 7) fctf* L Tff r il Jf,ffi b fc, rtl 

h<Dft%frh, HIVi±aMS©CD8 7 5:, » *i h^WlC*^* £ A T 
F, HMW-uPA^>^f>©»r^XttlS8ft, ffiCD 8 7^-eCDfifi©'J^> 

[0011] 

f CD 8 7{C*f-T5y#> K&^&J&#£LT-£t^££ 
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[0 0 12] 
[0 0 13] 
[0 0 14] 

#-<DT$ SmVB7^y*>h (ATF) T'feo ttiiV^, 
[0 0 15] 

«U35f>Ktt, ATF®, CD 8 7JC#MW*ie^f£S:^-r*Wf^rX« 
[0016] 

[0 0 17] 

3StCtt*fc, «'J#>Ri, tilCD8 7», CD 8 7 iz<&mm&m&i$iz 
[0 0 18] 

[0019] 

CD 8 7JC«tt<ftR&»«S*, CD8 7(C#MK|^t5 

[0 0 2 0] 

#38tBtt:*fc, CD 8 7{C^#J«&^$i±TCD 8 7 iC^H^C^f S 
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mm-tzxTv^t.. ffiu i v&&<D&irzz.z<Dmnzntc.m<m'&*itriu i v 

[0 0 2 1 ] 

$ti^>H i vm+Atitm-tzxTv^t.. mtmizm-3g. h i v^tffi 

[0 0 2 2] 
[0 0 2 3] 

7tt, 5fe^T^ y@?i -335J: »j3&S7 , I/7 , nfti: LT^Stlfclfc, 
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^>^KSP# (7S 7ggl~22) #i?J|&3*l, MlZ?CDj]jn$*cZs)l^M®T 
* 7^306-335) 7b^n-fei/>^{CJ; »J tyfoZ *i& Z. £. IZ J; o T£ C £§r£&# 
Jltf^yjljZffi (305 Gly) tcHBBK (GPI) (DtfM&mZ&n. ^tf>GPI£/M, 
T«MiC@^$tl-5o CD 8 7fC£V^i; FV&Z^U V U*r-f--1f%.Z$ 

tlfciUDTV^tfHj:, -£tf>N-7MSgK*-f > 1 (CD8 707^;il-92) 7? 
(Wffi, 71(5): 350-352 (1999)) 0 

[0 0 2 4] 

*5§0^{CfeV%T, TCD 8 7{C^fi"^U^> KJ tit. CD 8 7 &C*f LT^H 

■7*77,^ J -tfyTV^-i s<-%~, ATF, $iCD8 7»-en?)©!li/tX 
»Iiftt^otCD8 7{C*fL#M^J^M^ffi?:^t--5^U^y^ K/#>/a° 

LT#tf »b*l£2>\ ZtltyizmfeZftH 1 . CD8 7{C*fL 

-5c 
[0 0 2 5] 

££H I Vli, -9-^3? -f^il LTteH I V- 1 HH I V - 2 iifClEM-e^-g)^ 
, HIV-UHIV-2 (i^Cm^iC j: »J tiM^^iKffi $ tlS * -i V 

, m,&<DttH i vmvizmm&MznT^te\\ ^mmmz^^xt), mz m 

i vj t^^oH^it. rmv-n ikxs rH i v- 2j 

[0 0 2 6] 

iff#^-S?n 9* ^ y ->fyTZ7-J (HMW- uPA 

) (EI 1(b), 7^ / ^21-178+ 7^179-431) It. — 
U^D^ndrt-€ (sc-uPA) (EI 1 (a), T^y^l —431) -££>N 
5f5jg©2/^;i//<^ K (T^y^l-20) S^oTy^D^ft-^ftofe 
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Bm£lZ$-frft2>Z.£lZ £^T&VfcH*m.<n*yrt?MT*2b2> 0 HMW — u P 
AW:, #lo0EGF«K^i>i:, 9 U K*>f ? □ * U-fe 

(CD8 7) i^r K*>r>£-£-/uT*^<5. 

[0 0 2 7] 

HMW- u P A&J51C, 7 5, -/ ^155^7^ J Ml56£<DfflX'£.{£ftXWmZtl 
, <£^*^n^r^--^M^"^^^ 7 -Vyrt'rJ /<-*- (LMW-uPA 
) (01(c), ^ ^156—178,5:^7^ 7^179—431) ftXtzf^TsX J -?y 

TZ^J ^-#-m&*mLft^T$ S3lt®75>f*y b (ATF) (@l(d) 
, 7^ 7@?21~155) 7^ 7^155^7^ 7^156 IS (pTO 

ATF(D$gjtte, HMW- u P A^MUflKT^iC^ >dp^/<- h (25~37°C 
) -?2>Z£.\Z£t) ATFZWiM~?2>Z.£.tfT'%$> 0 ATF&, HMW-uPA^ 

d 8 7) m& K*-r a, -ev^. s c-uPA&n-Kts^^i/ 

^ KBBflf&tf s c-uPAffiTU miB^J$:IH^J^<Z)ia^J## 1 &t>* 2 fC^ti 
^'ti^i-o I3?'J## l X&2 ic^bfe#MB?[f^VNT, y^i~20^i/^^-;i/ 
^:/^F£, 7^ y^21~431#:/n «?n3f^--££, 7^^21-431 (7^/ 
$ei78£7 ^ 7^179 iKDfSXffigl) ^HMW-uPA^ T^7^21-155^A 
TFt 7^ /^156~ 431 (7 ^ J ®U78£l 7 ^ / ®?179i: ©ntHH) #LMW 
-uPA^ ^tl-etl^-Tc 
[0 0 2 8] 

th^?,tt>A©Hi vfc$m, ^^n^T-^tirfij'fficDH i victot?!^ 

lzm£>Vte< ffiH I VM£LXnmi£m-fZ> Z\ Z> 0 ATF&M 

«)Tfi(l. 5ng/mL) T^JH£#g^& 0 t£o X \L V ^©^4 
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Z>&m : bffiftWlzm<'t2>ZiltfX*g2> 0 AT F &-€-©N5fciBlC-£A,t?^£HM 
W-uPAfc, ATF J: y»^9IV gtH I VfSttS:^ LT« »J , ATF 

*fcfiiCD8 7ffi#fcj:, H I V^TIISIC^LTHI Vff5»M(|^ffl Z> 
fcft, *Se«TjWJBJg|^tt©H I VtffflSlfc&P&JCfc^TH I Vif5B§:fflIf!li-^> 

[0 0 2 9] 

«&©ttHttS*tt, *»lniHIViCD-fM^T'feSATF^ *>f;i, 
XOmmV-J VMZ&^X. ^-r;V^mRNA(Dj®iRJ; *j =bt&©®pg, -r&;b*> 

^feATF^^mSa^itJilC^S^&^^^V^Zl^^P,, MS'ffi 

%M&*>n&^ a fe^Tznzm&<DffiHivm£.Mm-*2>z£iz£*). &&&& 
<dw\hx<dh i v <Dmm\zt$v zmm^mwmzmm&wizmmizmK tmz, 
m&yjfrx^MftmvmmommzwMiz? s> <t y«*i&A i dsm^«i 

[0 0 3 0] 
<?c^0ffig|^ATF> 

7^f^-^-^M#Sri:^T't5 (Stoppelli, P.M. et al. t Proc. Natl 

. Acad. Sci. USA, 82: p. 4939-4943 (1985) &#H8) . Mill HMW-uP 
A&, 0.2M©iafb^- h U ^A&^-r-g>50mMU (pH8) tpT'^J 

, Sephadex G-100£^M) $C#H^ «m?R©U V«RJRffl«RtC3KtlS*«© tf- ^ 
: ATF) lCM/S'*"SWa , £:$fcfT<Z>fcr--* 1 (HMW-uPA) ^tf 
fc°-*2 (LMW-uPA) tcM/St-^M^^^^It-r^^^CJ: y^5>iil*« 
T*£S. 3gfcS¥MBte, AT F £^tm#&>f n-rh^ 7^- (#[ 
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AJ£, 50mMiithU^^ii, p H4.8, h U ? A£j®2 0 -l.OM, 

Mono S HR5/5#vZO &CgH^£ Z. tiZ J; 3 £tfT*££o 

[0 0 3 1 ] 

AT Flit fc. ATF&n- Kt"£DN A£^&|g3g/^ #-fC,1fi<^i&#, 

itlci'Jlli^f Kfc LT$&g-r&3£#T*£&„ at Fti^#^^^ 

i«t5liiATFit ^©ATFi:|Hl-«^T'$>U, t£oT, ^<D 
ATF £.mi6KDfS&&*i-*&Z.t.£.&2>o * fe, ATF^HMW-u PA 

tfATF^HMW - u P A<DB&mmm* MZ.lttVBT3.-Jm&£<DmMiXlZ3i 

m^nys. j m^mma. itmw&naMisi l & r s / g* ic £ s mmmz & y 

e>3£#T'££ 0 **ie><Z>SI#«ft^l$MToT : & £V%#, ATF^^D^rt- 
^^57.^ y - fyTt^-J^-Z-ltn- Kf -5 cDNAtcf IT, M^flcT) 

[0 0 3 2] 

< U # > Ktf> X * u - - y Pjj&O 

cd 8 7jc*«Mfe««:ig«a«, cds nznmmiz^t^m^mmt^ 
ztz^mt-tzmsmoffiH i vio^^u -=-ymmts cd 8 7 

o £fc. CD 8 7 A©tt^lI©#M^©tffitt l/i?>f#-3H^<Z>>J;tf 

> K«#M^-^©^m(Z)fe^c^ii#(c^iP>4xfcs^©#is$:CD 8 7 izmm 

[0 0 3 3] 



1 2 



ffiIE3#2 001-3112005 



i 



#2001—042655 

ttmzm^f*. h i vffi+<DM&*mfflvf=.%itii®mitffiH i vmt brmm-t 

[0 0 3 4] 

MffliH i vrnit. m&fr^nimnttxmT*. x&> m#> mm 

[0 0 3 5] 
[0 0 3 6] 

*$&m(DffiH I VMI:«ji*M©SIi:t§i^ ATF^(DCD8 7 tf) >J # 
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v ^ - £ v 4 ? u * 7t ji^&mtfm? *>nz>tf. -€-nfbicp&5££;ft&^ 

[0 0 3 7] 

^&&#S5&-e&3o MJ^^&t>l»&# (©A) <D£iMcte, 

h i vin mm.- m^tom, wm^^tvxmmR^A^^<DizmL^ 

mumm. ?yzfy. -fe;i/n-^, t7;i/n>|, ^ h +*->-?■ 

TF^0CD8 7<DV#y F0»*^TO^D^> h f{ClS$tfe%0 
[0 0 3 8] 

^-a- 1 0 # g~ 1 Omg/kg/B, HMW- u PA« 10/ig~10mg 
/kg/H, 3ftCD 8 7^0i^ 10/ig-lOmg/k g/HSS^ji^T' 

[0 0 3 9] 
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ATFffliE MCATF, HMW-u P A&tfiaC D 8 7 ffi{£(Dffi 

h i vft&wfeizm^&mmtf^mzuTK&^z. 

[0 0 4 0] 

<um> 

1 ) :t"^x* K 

(i) pNL4-3 : NIH AIDS Research and Reference Reagent Program, catalo 

g No. lHfcUTWifcStlTV^fcCD&A^LTM^fc (H5S:#flg)'. 
HIV-1 i^f©^f;Aj: U^-H^nfcTMJIlBj'ffiH I V - 1 -fUVJ)]/* 
4V ADN A^^^X^ K** *-pUC18tCjffi#&A,£fc<BT*S>»; (Adachi , A. 
et al., J. Virol., 59(2) : 284-291 (1986) ) , Z.*lT;MM$: b 9 7 x * Js 

NfSZl^lCj: »J, IfflJ&fC^ttH I V- 1 ^-f;i/^$:i4$^3t^ 

(ii) pSBR-HIV : pSEAP-Basic (CLONTECH, Palo Alto, CA, USA) 

IT, l/#-#-»te^T&£#MT;i/*'; 7^7r # -i£(SEAP)itte 

(a) pSEAP-Basic (0 2) (CLONTECH) SrNotI tSallT'fti'fl: U SEAPat^g^ £: 

(b) S!HC pREP7 (0 3) (INVITROGEN, 9704CH, Groningen, the Netherland 
s) &SalI£ClaIT*?IHtU A>f V>f $/ >!f'l£iH£^ (Hygromycin) fcColEl 

yffiU ClaI«$fi:£T4jtfy ;* 7-ift«Lfc 0 

U, PSBR (0 4) SrfliaSiUfco 
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(d) P NL4-3^e>, XhoIg|SfiXttHindIIiaSffiS:^i0Lfc^9>rv-S:MV^TP 

UHIV-LTR£ifi|igL (H5) , ^M«XhoI&t>*HindIIITMfl; b£ 

o 

(e) ±|B(c)"e#fepSBR'S:XhoI3trJfHindIII'e?H-ffcU, . dfttC, JtfB(d)T?#£> 
;ft£HIV-LTR£#ALTpSBR-HIV (0 6) &«M8Lfco 

fcfc, pSBR-HIVte, HIV-LTR&^n^-#-£ LT^l3 I'tf-*-*!^ (H 

jfeMT-ttSEAP) ^ts^7^^ K©— Mi: LTfitgLfcfeo-e&y, hiv-lt 

[0 0 4 1 ] 

2) mm 

(i) HUT. 78 : NIH AIDS Research and Reference Reagent Program, catalo 

g No. 89£ 0T*ft3*lTV*S=&©&M^fc. £*ltt«ffi&J*f£ U > A'S-feif U 

-fi«»m#©*«jfii^e>fltsisnfcCD4»ttTjwifi«c*e»& 0 d©«ijBStt, 

10%FCS (^S/fl&ffjfinf) £-£tJRPMI1640J&ifi (Gibco/BRL) T*ig#t,£ 0 

(ii) U937 : ATCC (American Type Culture Collection) (C catalog No. C 
RL-1593.2£ IT, %.T$m&'&*£&8kffiMB&rf > 9 K JCRB , catalog No. 9021£ 

3*lfeCD4R&tt#^tJfc-e*>*o i<Z)jfiJflati, 10%FCS£-£frRPMI1640igi&T? 

(iii) TALL-1 : miLW^Utk^tMVU^Z/ 9 tC JCRB catalog No. 0086 IT 
32£*lfcCD4H<l4 TllttTfeS. rcDMti, 10%FCS£^frRPMI1640igifc 

(iv) T4/NL4-3: TALL-l{CpNL4-3£ h =y y X 7 x * h £ - £ IC J: U f£j* b 
fee mii^MKTH I V- l^MSST^^c ^©MflStt, 10%FCS&t>*5 /iM 
AZ T £-^&RPMI1640Jgi&l?ig#Ufc o 

(v) Ul : NIH AIDS Research and Reference Reagent Program, catalog No 
. 165 £ LT^KSflT^Sfc^&A^Lfc. Zl*WiU937lC H I V - 1 

1 6 miiE# 2001-3112005 
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fltjfeEfi#H i v- 1 v&mffizmmzuffiiLztirc.'? ? u yr-^m^n i v- 

1 f£M^!$cT*&£ (Chen, B.K., et al., J. Virol., 68(2) : 654-660 (1994) ) 
. ZLOfflmZ. 10%FCS&t>*5 (iM A Z T &-^tfRPMI1640igifeT*ig* L fco 

(vi) MC141 : HUT.78«JJiatCpSBR-HIVS: h?>^7i^ £ IC J: UHIV 
-LTR-SEAPl/tf-^-it^&^A^ »JflMftl/fc. £*Ui£)£ttSEAP 
ftmh^y*? b{frX*$>Z>a Z<DMm$. 10%FCS&ttVW^nv-f >>>300 
At g/mL &^tfRPMI1640^F%T?^p#Lfc. 

(vii) CL-35 : U937lCpSBR-HIV$: h7>^7i^ h "3* -5 d h IC «fc y HIV-LTR- 

o ZKZ>$Hfl&i3:, 10%FCS&OVWynv^>>>300/* g/mL £^&RPMI1640igi& 

(viii) ?D->#62 : B#A*#*MRH IV- lffifef*«tft*CD 
«U" £*UCMT-2 HTLV-ljg£Ti&H«f< (1000 r a d flB£f) <0fS«fBtS:8Mtt 

ztnz& y*jfes«T*jEffcu i^Hr^i©t, isim&SR&icj: y * n-- 

>^LTHfc 0 dtf)^ n->(Z)^±^tt^V>SHIF (BT^ttH I VifJlJMH^ 
) Zltf)$IBj§&te, 15%FCS, IL-2 10#t/mL, 10%PBMC (t: 

h^ffllJlil*****) RPMIi640igtffi'T?|BftL-fc. 

(ix) • PBMC : ffltlkfc$t/iZ7 -i — 12— h J; y Ficol 1-Paque (Amersham Pharmac 
ia) feM^TSSSL-fc. dtlte, 3 g/mL CDPHA, l#t/mL(DIL-2 
&tflO%FCS&-£t?RPMI1640lgifiT?3 B |SJ*8# L-fcUL PHA&-£*&V*H&JgtffiJC 

[0 0 4 2] 
<CD 8^tt^D->^#±^(Z)ii^> 

RPMI1640^T*iaSf^||^LT Vn§ ^ □ - > #62$:, 5 %FCS&t>*10ifM£/m L 

© I L - 2 Sr-atfPMlOOOigifi (3»ft^) U 3-4 0^*1^ 

®JRLfcig§!-L?fftt, 0.22/zm<D^;i/#-{caLTftJ&%£|&£, -8 
0iCT^#Lfco 
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[0 0 4 3] 

<^h i vm&mj&> 

1) Pk&i%mTvK<4 : 

z>ztiz£ y, ;i/*<z>^-f y-^4 ^ ^^(D^sn^om^izM-r^^^kmm^ 

IffllS^coH^-R-^-yri: lt> THH»|sI^©Jffi^-^t)iir (HUT.78&OT4/NL4-3) 

Mr>lcv^n^T-^^|RlJg(7)M^-a-^i± (umt>*U937) Srfflv^r £ic j: y, 

^mWlft : 48^-^1/- hlCPM1000^T'#^Lfe+>->y;i/300^ Lt6 ng 
/mL(ATNFa&tf20%FCS&^frRPMI1640*gifcl00yii L £;{/[J;iT££, -^r iZOPT 
I -MEM I fgif&T* 2 X10 5 M/mL&C|ia§gLfcHUT.78jjiB£lOO/i L RPMI1640ig*S 
T? 5 XlO%/mMCMl/£T4/NL4-3Mfl&100# L SrflOA (^T4/NL4-3 : 3c j$ 
*£HUT.78= 1 : 4) , 3 0TOlfe o 3Ht, ^«±^fCDl/2* £ mmmW 

SrEJlKU mm±m*<D74 JIXM. (pl7) i:HIV-LTR^* (SEAP) £$J/£L£ 
o M^JCli, HIV P 17mMELISA^^y f> (^flfffc^) &t>\ SEAP l/tf-*- • 
> . T^-fe-r^^;b^ h (ROCHE) ^WC^otftMbfc. 

6 Bm^mLtcmmizit. 50 ^ L^MTsr^-fe-Y^^m^h^^u ^a^) 

(PROMEGA) ZtiOz.. 3gfC4^r^*^, & O D490 n m-e$l5£ U -€-(DB£,£ 

mm&ji'&v. ui (^ msett) &t>*u937 &mmm <D&&mm& (ui : U9 

37= 1 : 4) KloVNTfcfMfc&fTofc. 
[0 0 4 4] 
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2 ) wmmmmmmmm r ? ± >r : 

PgfC*f L T A T F ffftm L £ £ 5:^1" SE»| £ & £ . 

ttWtKf^ : 483* ^l/- MCPM1000igi£l?#$* Lf^y -fmOO (i L 6ng 
/mL©TNFa&m5%FCS£^&RPMI1640^:&200 / tt L£#|J;IT£^ -£3lC0PT 

i -mem i mmx* 2 xio 5 m/mL\zmmbt=.wm$immB& (un ioo,* l^d*., 

0>?>f;i/;*JI (Pl7) 
[0 0 4 5] 

3) l^ttHIV-DNA^Iffih7>X7i^i/3>: 

J«g§1$H i v-DNA&U5Ky.-AS:Mv^T^ffiIW^c«Iilart^c#A , r<s^i:^c 

J: y, *>f ;i/XDNA<Z)^^\(Z)#^<Z)^|5i*T*S:MKr{C^t>-frSr 

„ Z.<D&Zm^Z>Z.mz& y, fg±«/\tf)H I VftAlgPgi UtfflH I V9>f 

7 «r >r # ;u k s © © «: & -r s £ # # s . ' 

««kfRf^ : IMHIV-l DNA ( P NL4-3) 4 # g i:DMRIE-C«3£ (GIBCO 
/BRL) 10# L&S&f&U 2 X 10 6 ^©MC141#fflfl& JC h"^ >X 7 x.^ hi fc a 24B# 
IBrtft, UMBSrHUKU OPTI-MEM I ^it 2 X10 5 i/mLC|||?bfe o 48^^^ 
- \-lZ?M000mi&X*%iffiLfcy->Zf)l300(i Lt, 6 n g /m L ©TNF a StKl5% 
FCSSr-g-tfRPMI 1640^200^ L &j&a*.T 33£, fICh7>X7i^ h L£MC14 
ltt (2X10 5 /mL) fclOO/i LflUx., 3 0n^tt^ 30t> Jg«Ltm©l 

^7i^h^5>8Bft, ig#±iif ^i±i*©"?>f;^I (pl7) 

ilHIV-LTRK^:* (SEAP) £$ISL£ 0 
[0 0 4 6] 
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4) #mmmmz.t3w$>sEkPUjti-*-Tv't-<( 

HIV.-LTR-SEAPl/3tf-#-»fe^£^AU£H I V#mmfflM (MCMlijM&tfC 
IC£^T, TNFa$lM«, H I V (D 7 U ^ - # - L T R £ it^ 

©T^{CM^ii^tl^^Mr;i/^7'J TZ-V (SEAP) 

tS= t£oT3*l£>tf>MB£te, H I VCD^-f :7i^^;i/©#|g|5gtf)e>*>. HIV 

h i vmM*w?z.ii&<m'<z(Dr=.&>izm\,^n2> 0 h i v-LTRo^^Mtt 

fiLH, 6 n g/mL<DTNFa&t>*20%FC'S£-g-frRPMI1640*g%25^ L ZfiU7LT& 
f ^ {COPTI-MEM I igife (GIBCO/BRL) T* 2 X 10 5 / m L fClTO b feMC141^HJ3S 
X«CL35«25^ L £«^£ 0 A T F^DXliM^D©T{C^tl^tl^# 

u mm6B^t(omm±m^muL, zziz-sntizsEkprnit. seap i^-* 

- • V-y • 7*;t>fm^ h (ROCHE) £/g^TiR[5irLfco 

[0 0 4 7] 

5) A T F (Dj/tH I V?Stt{C*f-r§mCD87^©^S©^ : 
ATFWHMW - u P AttSffljfe&WRflDCD 8 7 jC^M»tC*g^"T S i ^ 

fcT&tl-CV^Sifcfrk. ATFMHMW- u P Atf)fa*UC %Sg& £ nfcfitH I 
V.JSffitt, CD 8 7^.a>^&^Lfc=bG)T?S)Sfc«I^S*lfc.* 34-l£ffitig^£ 

mCD 8 7^ATF©^H I VJStt&jfiWr L#S ^=S?^S:tftS* Lfe. 
MttHkf^: 487^yb- hCPM1000^T*#f^bfe^CD87^y 9 U JlffLft ( 
#3936 : AMERICAN DIAGNOSTICA INC. ) 300 a L t , 6 n g /m L CDTNF a &t>*20 
%FCS$:^-^RPMI 1640^^100 /i L £#[I;LT££, Z. {COPTI-MEM I ^it'2Xl 
0 5 ^/mL(C|iiib^MC141||gSgl00 / ti L RPMI1640^%"C 5 X10 4 f@/mL(C 
SMUfcT4/NL4-3jffljBSl00/i L fcflDA, 2B#fTO*l<£ (ffi#©fti!$$i£W:lO/4 
g/mL) . 2^ra«&, AT F S:^tf9-> 12 itt L (AT F0ft^Mtt|t|3. 

3ng/mD 3Hia*&*Lfc«, mm±m <Di/2MzmMmv>m<£%. 

-htit&EUKU J&«Ltfflftp©tf>f;i/;** (P17) $:M^Lfec £fc> *ffl8£LT 
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[0 0 4 8] 

<ffiH i vffi'&m*<z>mm> 
pj,r<omm^mt. #icwre>fc^i»y, ±xAx^\zxn^r=. B 

1) 9cf\ Jg#_t?flC 1 Nmk*i1n7LT> H2.5lCHf^PL, 4°CiCT24^TO 

A$:^0x. p H3.8{C|^MLfe 0 p H*Q.3g&fT o£Jg#_t?f500mL 50mMCDi& 
ft^" h U ?A&^t-£25mM»IMg«S[ (p-H3.8) T'¥Ifl:lfeSPt7 7D 
-*High Performance (AMERSHAM PHARMACIA) ii =y A (26mmX10cm) iZ&fia 
hfc. HF^®?Kl75mLT*Sfeofc^, 50mM(Z>HEPES/NaOH (pH7.4) 
mLT'Ml (El) , 35tC250mM<Z>|frffc-*- h U ? A -2>50mM<Z)HEPES 
/NaOH (pH7.4) ««?i|175m L X^iH, L tc ' ( E 2 ) „ #I^Cot,' NAP-5* 

[0 0 4 9] 

2) SP-fe^ t D-^.High Performance^^ A(DE 2 fflf^tCtaiR^^ 
fc« 2n^^©E2li) (1 L©^#±^tCffi^) fC^b^ h u V2±itfinz_m 
mmm500mMlzmmi>fr a 500mM<Z)^fb^hU ^A£-^-r£50mM 
tf)HEPES/NaOH (pH7.4) M1Wt?¥ffi'fb 1/ £Blue Sepharose 6FF (AMERSHAM P 
HARMACIA) A7A(26mmXl0cm) JC»JLfc„ |SI^®^175m L Tgfco fe^ 

, 1.8M(Di&iti- h U ?A£0.1%<Z)CHAPS£^f t'SSOmMCDHEPES/NaOH (pH 
7.4) jKHf^OOmL-eiSfflUfe (El) 0 NAP-5#^A^«»?££aS£*To fctfc 
, M33%T?ffiHI V«tt&W£Ufe. 
[0 0 5 0] 

3) M'f4«, Blue Sepharose 6FF (Z) E 1 MftlzmUZ tlfc. 34xS:l. 8M£> 
i&<b^ t> U ^Ah0a%©CHAPS£^^-t.g>50mM<Z)HEPES/NaOH (pH7.4) ^® 
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«T?¥flfrfbLfcHiPreP Butyl 4FF (AMERSHAM PHARMACIA) (16mm X 10 c 

m) IC^iUbfe (P) o H8«*50mLT»i$fcofcffe (W) , 100m L 00. 1%CHAP 
S/7M?igffiLfc (E) . MAP-5*9AT««*S*S:ffofeft, «&33%T?JfiH 

[0 0 5 1 ] 

4) ?S14ttButyl SepharoseOD#l^iplf^ (P^OT) iCEURStlfeo 3 a 

S2MCIIlfe 0 Zltlfc, 2M0Mt h U «^Ai:0.1%<Z)CHAPS$:^-tS50 
mM HEPES/NaOH (pH7.4) ttWJR'e.splS'ffc LfcHiPrep Phenyl (HighSub) 6FF 
(AMERSHAM PHARMACIA) ij=y A (16mmX10cm) iC^f&Lfc. |HlM1fi?&175m 
LT'Sfcofc^, 250mM©|gffc^- h U ? A £ 0. 1 %© CHAPS Sr-g^f £50mM(£>HEP 
ES/NaOH (pH7.4) ffiffr?£l50m L T'?gffi h (El) , JglCO. 1% CHAPS/ tK© 10 

omLtMifc (E2) „ M?-5i]?j»"emwm&m*ft^t=.&. mm25%vffi 

H I ViSffi&iffljeLfc. 
[0 0 5 2] 

5) MttttE lW#JCISJR3*lfc. ^tlS:. 0. 1% ©CHAPS -5 lOmM 
•JVlSth'J.^A (pH7.3) ifjSt'WLfct KD^i/7/^>f h (CHT-2 
, 20/im; BioRad) #^A (lOmmXlOcm) iCMlLfco IHM®?^50m L V 
ffiofe^ (W) , 0.1%©CHAPSSr^-rS200mMU yWti- V U ?A (pH7.3) 
T'^ffiL?^ (E200) „ NAP-5*9A^««?R£g|&fTofctfe, ^,K25%T*mH I 

[0 0 5 3] 

6) ^ttti Kn*'i/r;^>f Ncz)#i®«iii^ (p) icnuRStifc. rtt$: 

CentriPlus-10 (#^-*10 ,000^j y h ) P&^ZEti©^ (AMICON MILLIPORE) £/Bvn 
tmO^IClilfc. mmLfrft&Wft (3.75mL) 0. 1%©CHAPS£ 5 %<D 
^'JtD-;i/^t510mM'J >it h U *J A (p H6.4) 'aiW^^Hf-ffc U 
fcHiPrep Sephacryl S-100 HR (AMERSHAM PHARMACIA) (16mmX60cm 
) (C»Lfe 0 l«I^S$a44mL-e?§mU 2.5mLfoMLfe. NAP-5A^A 
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[0 0 5 4] 

u*a (pH6.4) mffimr* 2&%iffiLt^ mmmm-v^mitLtcResoMTce s 

(AMERSHAM PHARMACIA) #^A (0.64X 3 c m) iZ&MLtc, lU^lft^lOm L T* 
iSo^ 0.1%©CHAPS§:^t--510mMU h U ?A (pH6.4) M» 

£MW O^P>500mM*"C(Z)^b^-h U ")A^7^x> ht^fijl (£25mL 
) , lmLfo^Lfe. SiHIVtSttttiS2.5%"Tf«!(ilLfe. 

[0 0 5 5] 

8) $Sf£&^"T*®#S:iaiKU 3 n y N^OResource SffittM^ (9 L0 
fC*@^) 0. 1 %<£> CHAPS £ 10 m M>J yW.fi V ?A (pH6.35 

HT-2. 20/tm; BioRad) #^A (0.5X 5 c m) iCgSflUbfco fiNBttrfflt 5 m L 7? 
Sfcofc^, 0. l%tf) CHAPS fc^f^, lOmMfr P>400mM £ 1?© U U ? A 

(pH6.35) ®^^s;x> M'Mb (£25mL) , 0.5mLfoMbfc„ }fi 

h i vmmzmmi %-emfeLtc 0 ^m^iz-D^xm^^jv^^m&it. h 

£pl7ffiM&*S*i:'rSELISAlCj:»J*Tofc. 

ifiT? 5 lM»'ffcLfcNAP-5;*;^A (AMERSHAM PHARMACIA) £M V^ T"fr > 7 £ HfiStffi 
«i»tt*m*<OUVi»JRiariliS:, -£l/T:&±#y©1tt*IM:, #®#(C*f 

is-rsy >K*y ^a»ss, -eti-rti^^-c asit h#no. 8~no. i9{co 

^T©SDS/PAGE (3B7Ctt*fiO fommZTjk-to mi Hm 8 HfrbftfrZ 
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[0 0 5 6] 

9) Vgffifc^f SB^fcHfiRU Centricon-10 (^filO, 000* V h ) RR* 

mmm (millipore) &m^Ti5mizmmi>fc a iuv v^<r>mm^t=.^. Kn* 

Dii (TFA) 0.2% h U T7;b;T n@fl?/*T^M; L ^Resource RPC ( 

AMERSHAM PHARMACIA) (0.64X3 cm) {C^DLfeo HU^1B$[ 5 m L X'&i 

ofet, 0.2%TFA, 30%Ti2 h— N U 5 mL, 0.2%TFA, 50%T-feh-h 

U;i/^T*15mL. 0.2%TFA, 100%TiZ h - h U *C. 5 m L <D if 9 S?X> h T* 
^ffit, 0.5mLfoMlfe„ rfflj£i*5Air □ T h^^^-f -CD{C10°C{C 
Tffofco JaH I V?SffittIl0.2%t*ISLt o *<B*§^ d ©Resource RPC 
^c^ffi^C^Tfe, JfiH I V?S'ffiS:^f M^fC*f^L/T18k D a CD 
A> KtfSDS/PAGEfcJ: yStSSJlfc. 
[0 0 5 7] 

?Sffi&H#£ISlKLT«JEESS8&U W.^g (500 pmol) ©18kDa#>A° 
?£'[M5£M&Cte, 0. 5 %BSA £0.1% CHAPS fc-^tPj >Wt&W 

W. (PBS) lC$g#Lfc. *feffi^3tffl»Ctt, SDS/PAGE1f>^;i/««*lCiSj!PL 

[0 0 5 8] 

±IBT?»*(3nfel8kD a^>yt^«-9->^S:SDS/PAGEJC«L, • 
^'J'J7>h • (CBB) ;t>F^'JIBlfc„ U'JffibfeW 

• SW*©K^J#-9- 3 IC^-tT^ y^Sfi^J (Witf 1) . 
[0 0 5 9] 
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7t?"rJ (uPA) 07 ^ J 5fc^$T>t (Amino Terminal Fragment (A 

TF) 3U±Long A chaining* lifts) ' ©BJ#|£— St bfc. ^^Kv^bT>^& 

[0 0 6 0] 

< ? n -emftfr h (D a t f <z>*fgg> 

W-u PA, LMW-u P A(DffifrlZMJfc-tZ>rty K*jB«> &ft*i*»ofe:i 

AT FA^H I VtSffiSr^-TSr £#JtfHlC«i: »J!ft<ja*ttS*lfc. -eit'* 

•e0SHivstt«bt o 

[0 0 6 1] 

# (JUN-9604) 4.5m L (3$5.0000#&<Z> ? n if ) 0.1%(Z)CHAPS 

illOOmMODi&fb^- h U ? A £-£tf lOmM U >gH" S U ^Aifl (pH6.4) T? 
¥ISffcLfeHiPrep Sephacryl S-100# =y A (16mm X60 c m) b 7c D Elttflr 

?£l44mLT**§ffiU 2.5mLfoMlfc 0 «H£tt, *££ 1 %T?i)WJfc bfc. 
[0 0 6 2] 

^©ISfll, ±iE?n^--fefM£Mci;L HMW-uPA, LMW-u PAS: 
tfATFtf, ££-£9 : 1 : 1 CDfU^Tf^* ftT I^S i £ t>mW b£„ HiPrep S 
ephacryl S-100#9 A&jlbT^tlfcH^tcaSV^T, ATF0*^W ( 
No. 27~No. 33) IC&V^H I V*Stt (pl72ftffi#jJffj[|) tfffllSSftfc (0 9^ 

i0 5:#i) „ ^ocifctt, ^n->#62*id±?f^e)*l55l3'4xfepr^H I V 

mmmfflm*K^^T<nmmm®frb¥wzntz.m*)\ atfw i v^ss: 

[0 0 6 3] 

AT F(DffiH I VtSffilCiDAT, HMW-uPAmt» (No. 15~No 
. 18) (C=fo, AT F &C £b b T ii V ^ & > ^tt'J^HIV^ (pl7) 

ifctfjlfflSftfe 0 &$ffiQ o 
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[0 0 6 4] 

s 

AT F©JftH I vm&WfeUm> 

tt»4o%t^ot (an, 12).. ATF^ataott^iaii© 

ft^ttM^tCirbbT^CL^^o^ Oil, 12) £fcfre>, ATF-tfMM 

(Dmmz&w j &n t m®.(Dte^z. t^mmi^r-, ^n^<Dz.tit, atf^i 
h 1 vm&tfmmmmz&zijOT'te^z. at f mm^mmvmH 1 v 

[0 0 6 5] 

<}mmm&i%m &c & w & seap i/^-#-Tyfe>r &§ni> 

gll 3&tfl 4 &#flg 0 MC14lS.t^CL35(D#^#-e©SEAPU3i<-^-r yiz 
*JCi^»&2fc«S*:^ofe (HI 1 3 1 4 ) „ ATF^ HIV 

tSSJ&^ofe (0 1 3&tf 1 4 ) „ 
[0 0 6 6] 

<^!'f£H I V-DN A— SfiM4 h^yxyai? i/3 >Tyi2>T^> 

E!15£#M= iMHIV-DNA ( P NL4-3) JC J: »J — ift-fx h =y y * V x ? 
^>3 > L£MC14lMfl££^£T y-fe-ffC^Ttj, 1.5ng/mL0ATFIt 
^H_h?»^^©H I V®pl7<8jfcffi&J|&6O%»0JLfc o LfrL&#e>, SEAP^ 

L TR^bC7)e?i^ATF K £oTi^£SW&^o£^T*pl7CD£fc£tt# 
jJUfHStlfcifctt, ATF©iHIV» HIV-LTR^f)©^, HI 
V tat{Ci:£jg^tf)^!ia, Xtt^tUCM < SIlRc2faft<DM<D#fl0JJC «fc £ &<Z>T* 
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[0 0 6 7] 

mi 6*mmo wmmmmm cud <Dmmmmizt3^Tmm±mtp^<DV4 & 

xmMpl7(Z)^m*tt> A T F 1.5n g /m L Tf*Sr50%#|I«I S tlfe. 

<b> TOP*J©pl7MlC*fLT{iAT F&f2#£&&£&fro£ 0 £ ATFtt 

<&&PBKl#«fc©C|5S)£3*l.5. t£oT, UlM|g#^«"eATF^^-r;i/X 
ifeS^ (Pl7) ^ffiSrOTJbfc^ilte, ATF^HIVC^D^^^^DNACi 
^J«|l¥<ir>®PgS:«Ifii!fLTV>S^fc«:^UTV>S 8 ATFli .*BJfB|*©pl7 

*lC=fe>f^$:;&&LT^fcVNZ:£fr£, H I V©7°D -?^f;i/XDNA©i^^ 
H I VmRNAOlSIR*T©|g|5gS:fflIM , r•g> : fe© > r : fe^V^r 4lW6*»T?»*. 3 

>T y-fe-f ICfcoTfcfS&tlTfcy, £*l ATP*!, H I V m r n 

[0 0 6 8] 

<ATF©IHI V?gttlC^"rSt«CD87^©J^»> 

V*Ti§£±$fi£^(Z>pl70)ifcffl«:, ATF^HMW-u P A <0 UiE rf % - Hth S 
CD 8 HZftftZ^J V U-1-)\stfifo\0 n g/mL£ATF 3.3n g/mLffiK 
1^ A, £:^iffi£fflV^ ATF 3.3n g/mL©*S:^^*S:MV^ 

«t^HfS«K:«HWStiTv^fe 0 -^'J5iCD8 7», *4x£# 
JftflaOji g/mL0iSt'ATF3.3n g /m L SS^glffl^H I V?£<f££ 
^Itv^SiiitflffiStifc. iCD 8 7Kfti: AT F©fa*ifr#;fcXttJR2f £ 
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, KCD8 7i#l:^^|:ATF$:^Dltt)KCD8 7 JftflUC J: £ H I V 

ttmmfflwmtfMizm&2n&fr^&<Dte* stcDs 7gi#icj:»jcD8 7#i* 

3£&C, JfiC D 8 7 Jniffc&tKA T F #^IC T$fl]f&!$lCfel^T#lH I V^Sft (pl7 

<Z>f«yfcMIIM£, C D 8 7 ^f© U K t#M^tc^tS I i:^, *Mft<z>fa 

* *» £ 5> -T =fo © 7? & -5 ^ H & m L T v \ £ 0 
[0 0 6 9] 

— ^7T-^^•e^>-2>Ul^t^ , U937©^#^#^iC^3V^T^i (01 8* 
#M) > filCD 8 7»ttttATFfflJiH I V^tt&SSIilfc 
<A#ffl«K^LTtemCD 8 7#l#§#«#lH I VMffiSr^S'&^ofc. *£oT 

It. KCD8 7KM7^n77-^i;£^TM^^©Ifit'iH I Vv£'|££ 
ATFii^CD 8 7m#:«)i©^S:-^t?^*T*(DlBI^#{C^3V^T, Si 
CD 8 7^»:CD8 7 ^iLTATF0CD 8 7 ^.©M^ £ RBlt L 3 
£IC ££4D©7?&££#;l£>*l£o «oT, ATF©JiHIV^m?)©7 
^d7 7-i?ttlCfeV^t^CD 8 7jft#-T?j8»r3ftfc£ fcfcfc, ATF^CD 8 7 
a©^^UH I VCDifJi&aiSllbTVNS^VNeJ^SacDMI&Sr^liy^b 

[0 0 7 0] 

CD8 7i:-e0M[t IHl7 7h (lipid raft) mttlZ * 7 J > =T8g 
M^'MtlMM^^W&±lC.m&LX £ y (Koshelnic, Y. et a., Thromb. Haemo 
St., 82(2):305-311(1999)) , H I V©ffi^lifl|«^ 7 h«T'^^JC 



ffi!E#2 001-3112005 



#2001-042655 



fi£>ftX^Z>Z.£.tfm££tlT\<\Z> (Nguyen, D.H. et al., J. Virol., 74(7): 
3264-3272(2000)) . £ fc, CD 8 7 i:iC<Slf 77 hC^fttST h y - 1 
li, H I VX>/<n-^tC3gfi^{C^yji*nSr £ tftobtlT^Z (Nguyen, 
D.H. et al., J. Virol., 74(7) : 3264-3272 (2000) ) „ Z. tl £ £##PJ!# 
^(D^W&^t. ATFf0CD8 7ffl'J^>K^ CD87$:^ 

Lxmm^y b<DWf%$-*izftm-tzz\ ttaotH i vom^MLxv^ 

[0 0 7 1] 

ATF 10 mg 

-?y— b —)\> 50 m g 

MlmL 

[0 0 7 2] 

<mmmmw2> mm. &r. ximm\Hn^mmm 
misxgw&mmn-rzo 

ATF 50 mg 

mt-f-bVVJ*- 8.6 mg 

&ftiJV 0.3 mg 

M^;!/^ 1 ? A o.33 mg 

&t*Msl^K ±Ml mL 

[0 0 7 3] 

<m%mmw3> mm. &.t. x&mmft&^mmm 
Tmftmxizm^x&mm&mfflmftzm&isxmMis. z\mzat f z% 

S-tir, ffifemAtL. tfr-v-J XQ.22(im<D*yy"^y7>( ;v$-iz&*)% 

mLxsw<Dmmt?2> 0 
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A T F • ' 50 mg 

mt-f- h U ?A • 8.3 mg 

fiffc* U ?A 0.3 mg 

i&-ft# A 0.33 mg 

U >i?7K^f- h'J-^A • 12*i& 1.8 mg 

i nrnm mm. (p H7.4) 

MMIM* • MlmL 

[0 0 7 4] 



£i±> /?r^?&*£U tfTit^X0.22/*m<Z)*>:/^>:7>f ;i/#-lCj: U2fi&i$ 



AT F 50 m g 

mti- h U ?A 8.3 mg 

JS'fb^U ?A 0.3 mg 

^-ft:^;i/Sy^A 0.33 mg 

• 0.4 mg 

U U ?A • 12tK^ 1.8 mg 

1 N&Oft • jg* (p H7.4) 

MlmL 

[0 0 7 5] 



TIB fC^V\ ATF&tfSLtt&flMKU 120mL<Z)^§g*tC^fl¥3i±T 



AT F 100 m g 

!L|g ( 1 ?Mft#0 2900 m g 

It 3000 mg 

[0 0 7 6] 



<mmmmm6> mmm^mmm 



3 0 
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AT F • 100 mg 

t:Fn»'>yp^t^D-x- - 2900 m g 
ft 3000 m g 

[0 0 7 7] 

<^m»j7> mm&^mmm 

TfBtf)#t#SC&W ATFM*i»l^^f>MU 120mL©^7K 

AT F 100 m g 

7K^^Pl^->^> 2900 mg 
ft 3000 mg 

[0 0 7 8] 

<mmmmm8> mmn^mmm 



Lxmmn^mmmt-r^ 0 

A T F 240 mg 

\L KD^ri/^nhf^-fe^n-X • • 129 mg 

D-T>— 2631 mg 

ft 3000 mg 

[0 0 7 9] 



A I D SteS5©^tt£&#^3(D{Cf§:So 0 
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[0 0 8 0] 

Sequence Listing 

<110> JCR Pharmaceuticals Co. , Ltd. 

<120> Anti-HIV agents 

<130> P117-01 

<160> 5 

<210> 1 
<211> 1296 
<212> DNA 

<213> Homo sapience 

ctg gcg cgc ctg ctt etc tgc gtc ctg gtc gtg age 48 
Leu Ala Arg Leu Leu Leu Cys Val Leu Val Val Ser 
5 10 15 

gac tec aaa ggc age aat gaa ctt cat caa gtt cca teg aac tgt gac 96 
Asp Ser Lys Gly Ser Asn Glu Leu His Gin Val Pro Ser Asn Cys Asp 

20 25 30 

tgt eta aat gga gga aca tgt gtg tec aac aag tac ttc tec aac att 144 
Cys Leu Asn Gly Gly Thr Cys Val Ser Asn Lys Tyr Phe Ser Asn He 
35 40 45 



<400> 1 

atg aga gee ctg 
Met Arg Ala Leu 

1 
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cac tgg tgc aac tgc cca aag aaa ttc gga ggg cag cac tgt gaa ata 192 
His Trp Cys Asn Cys Pro Lys Lys Phe Gly Gly Gin His Cys Glu lie 

50 55 60 

gat aag tea aaa acc tgc tat gag ggg aat ggt cac ttt tac cga gga 240 
Asp Lys Ser Lys Thr Cys Tyr Glu Gly Asn Gly His Phe Tyr Arg Gly 

65 70 75 80 

aag gec age act gac acc atg ggc egg ccc tgc ctg ccc tgg aac tct 288 
Lys Ala Ser Thr Asp Thr Met Gly Arg Pro Cys Leu Pro Trp Asn Ser 

.85 90 95 

gee act gtc ctt cag caa acg tac cat gee cac aga tct gat get ctt 336 
Ala Thr Val Leu Gin Gin Thr Tyr His Ala His Arg Ser Asp Ala Leu 

100 105 110 

cag ctg ggc ctg ggg aaa cat aat tac tgc agg aac cca gac aac egg 384 
Gin Leu Gly Leu Gly Lys His Asn Tyr Cys Arg Asn Pro Asp Asn Arg 

115 120 125 

agg cga ccc tgg tgc tat gtg cag gtg ggc eta aag ccg ctt gtc caa 432 
Arg Arg Pro Trp Cys Tyr Val Gin Val Gly Leu Lys Pro Leu Val Gin 

130 135 140 ; 



gag tgc atg gtg cat gac tgc gca gat gga aaa aag ccc tec tct cct 480 
Glu Cys Met Val His Asp Cys Ala Asp Gly Lys Lys Pro Ser Ser Pro 

145 150 155 160 
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cca gaa gaa tta aaa ttt cag tgt ggc caa aag act ctg agg ccc cgc 528 
Pro Glu Glu Leu Lys Phe Gin Cys Gly Gin Lys Thr Leu Arg Pro Arg 

165 170 175 

ttt aag att att ggg gga gaa ttc acc acc ate gag aac cag ccc tgg 576 
Phe Lys He lie Gly Gly Glu Phe Thr Thr lie Glu Asn Gin Pro Trp 

180 185 190 

ttt gcg gec ate tac agg agg cac egg ggg ggc tct gtc acc tac gtg 624 
Phe Ala Ala He Tyr Arg Arg His Arg Gly Gly Ser Val Thr Tyr Val 

195 200 205 

tgt gga ggc age etc ate age cct tgc tgg gtg ate age gee aca cac 672 
Cys Gly Gly Ser Leu He Ser Pro Cys Trp Val He Ser Ala Thr His 

210 215 220 

tgc ttc att gat tac cca aag aag gag gac tac ate gtc tac ctg ggt 720 
Cys Phe lie Asp Tyr Pro Lys Lys Glu Asp Tyr He Val Tyr Leu Gly 

225 230 235 240 

cgc tea agg ctt aac tec aac acg caa ggg gag atg aag ttt gag gtg 768 
Arg Ser Arg Leu Asn Ser Asn Thr Gin Gly Glu Met Lys Phe Glu Val 

245 250 255 

gaa aac eta ate eta cac aag gac tac age get gac acg ctt get cac 816 
Glu Asn Leu He Leu His Lys Asp Tyr Ser Ala Asp Thr Leu Ala His 

260 265 270 

cac aac gac att gee ttg ctg aag ate cgt tec aag gag ggc agg tgt 864 



3 4 
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His Asn Asp He Ala Leu Leu Lys lie Arg Ser Lys Glu Gly Arg Cys 

275 280 285 

gcg cag cca tec egg act ata cag acc ate tgc ctg ccc teg atg tat 912 
Ala Gin Pro Ser Arg Thr He Gin Thr He Cys Leu Pro Ser Met Tyr 

290 295 300 

aac gat ccc cag ttt ggc aca age tgt gag ate act ggc ttt gga aaa 960 
Asn Asp Pro Gin Phe Gly Thr Ser Cys Glu He Thr Gly Phe Gly Lys 

305 310 315 320 

gag aat tct acc gac tat etc tat ccg gag cag ctg aaa atg act gtt 1008 
Glu Asn Ser Thr Asp Tyr Leu Tyr Pro Glu Gin Leu Lys Met Thr Val 

325 330 335 

gtg aag ctg att tec cac egg gag tgt cag cag ccc cac tac tac ggc 1056 
Val Lys Leu He Ser His Arg Glu Cys Gin Gin Pro His Tyr Tyr Gly 

340 345 350 

tct gaa gtc acc acc aaa atg ctg tgt get get gac cca cag tgg aaa 1104 
Ser Glu Val Thr Thr Lys Met Leu Cys Ala Ala Asp Pro Gin Trp Lys 

355 360 365 

aca gat tec tgc cag gga gac tea ggg gga ccc etc gtc tgt tec etc 1152 
Thr Asp Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Val Cys Ser Leu 

370 375 380 

caa ggc cgc atg act ttg act gga att gtg age tgg ggc cgt gga tgt 1200 
Gin Gly Arg Met Thr Leu Thr Gly He Val Ser Trp Gly Arg Gly Cys 
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385 390 395 400 

gcc ctg aag gac aag cca ggc gtc tac acg aga gtc tea cac ttc tta 1248 
Ala Leu Lys Asp Lys Pro Gly ValTyr Thr Arg Val Ser His Phe Leu 

405 410 415 

ccc tgg ate cgc agt cac ace aag gaa gag aat ggc ctg gcc etc tga 1296 
Pro Trp He Arg Ser His Thr Lys Glu Glu Asn Gly Leu Ala Leu 

420 425 430 

<210> 2 
<211> 431 
<212> PTN 

<213> Homo sapience 
<400> 2 

Met Arg Ala Leu Leu Ala Arg Leu Leu Leu Cys Val Leu Val Val Ser 

15 10 15 

Asp Ser Lys Gly Ser Asn Glu Leu His Gin Val Pro Ser Asn Cys Asp 

20 25 30 



Cys Leu Asn Gly Gly Thr Cys Val Ser Asn Lys Tyr Phe Ser Asn He 

35 40 45 

His Trp Cys Asn Cys Pro Lys Lys Phe Gly Gly Gin His Cys Glu He 

50 55 60 

Asp Lys Ser Lys Thr Cys Tyr Glu Gly Asn Gly His Phe Tyr Arg Gly 
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65 . 70 75 80 

Lys Ala Ser Thr Asp Thr Met Gly Arg Pro Cys Leu Pro Trp Asn Ser 

85 90 95 

Ala Thr Val Leu Gin Gin Thr Tyr His Ala His Arg Ser Asp Ala Leu 
100 105 110 

Gin Leu Gly Leu Gly Lys His Asn Tyr Cys Arg Asn Pro Asp Asn Arg 

115 120 125 

Arg Arg Pro Trp Cys Tyr Val Gin Val Gly Leu Lys Pro Leu Val Gin 

130 135 140 

Glu Cys Met Val His Asp Cys Ala Asp Gly Lys Lys Pro Ser Ser Pro 

145 150 155 160 

Pro Glu Glu Leu Lys Phe Gin Cys Gly Gin Lys Thr Leu Arg Pro Arg 

165 170 175 

Phe Lys He He Gly Gly Glu Phe Thr Thr He Glu Asn Gin Pro Trp 

180 185 190 

Phe Ala Ala He Tyr Arg Arg His Arg Gly Gly Ser Val Thr Tyr Val 

195 200 205 

Cys Gly Gly Ser Leu He Ser Pro Cys Trp Val He Ser Ala Thr His 

210- 215 220 
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Cys Phe He Asp Tyr Pro Lys Lys Glu Asp Tyr He Val Tyr Leu Gly 

225 230 235 240 

Arg Ser Arg Leu Asn Ser Asn Thr Gin Gly Glu Met Lys Phe Glu Val 

245 250 255 

Glu Asn Leu He Leu His Lys Asp Tyr Ser Ala Asp Thr Leu Ala His 

260 265 270 

His Asn Asp He Ala Leu Leu Lys He Arg Ser Lys Glu Gly Arg Cys 

275 280 285 



Ala Gin Pro Ser Arg Thr He Gin Thr He Cys Leu Pro Ser Met Tyr 

290 295 300 

Asn Asp Pro Gin Phe Gly Thr Ser Cys Glu He Thr Gly Phe Gly Lys 

305 310 315 320 

Glu Asn Ser Thr Asp Tyr Leu Tyr Pro Glu Gin Leu Lys Met Thr Val 

325 330 335 

Val Lys Leu He Ser His Arg Glu Cys Gin Gin Pro His Tyr Tyr Gly 

340 345 350 

Ser Glu Val Thr Thr Lys Met Leu Cys Ala Ala Asp Pro Gin Trp Lys 

355 360 365 

Thr Asp Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Val Cys Ser Leu 

370 375 380 
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Gin Gly Arg Met Thr Leu Thr Gly He Val Ser Trp Gly Arg Gly Cys 

385 390 395 400 

Ala Leu Lys Asp Lys Pro Gly Val Tyr Thr Arg Val Ser His Phe Leu 
405 410 415 

Pro Trp He Arg Ser His Thr Lys Glu Glu Asn Gly Leu Ala Leu 

420 425 430 

<210> 3 
<211> 4 
<212> PTN 

<213> Homo sapience 
<400> 3 

Lys Lys Phe Gly 

<210> 4 
<211> 12 
<212> PTN 

<213> Homo sapience 
<400> 4 

Ala Ser Thr Asp Thr Met Gly Arg Pro Cys Leu Pro 

<210> 5 
<211> 10 
<212> PTN 
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<213> Homo sapience 



<400> 5 

Arg Arg Pro Trp Cys Tyr Val Gin Val Gin 10 

[El 2] pSEAP-Basic^flUg&^-r. 

[0 3] pREP7tf)#i}££^ir-o 

[E94] pSBRCDflUgSr^-r. 

[0 5] pNL4-3©#3fi&tfPCRKlJ:**»(B»ffi&n%'r. 

[EI 6] pSBR-HIV©*3tS:^'r. 

[EI 7] ti K*9A^e»CD#»ffl®^©fii:H I V?g<[4&?>*t£ 

[EI 8] t KD*J/7^*>r h*9A^&©#*ffiW^<OSDS/PAGE*iMiS:3S 

to 

[0 9] M hjR&Jfetf n*-*---gJKflUZ)HiPrep Sephacryl S-100^j^ A^^<7) 

[Ell 0] b: hJ^ffi5K^n^rTJ--ifM^©HiPrep Sephacryl. S-100# ^ A^<d 
<Z)#^m®^©SDS/PAGE^c|&^ES:^t-o 

[nil] pk^mm (Tffimm) jcEwsstHi visttaue (pi7) ©m^* 

[Ell 2] &#Jg§| (7^77-^1) {CfiCtSiHIVMMg ( P 17) 

[Ell 3] ^J3$?jfflj@&* (MC141) fcj3ttSSEAPU/K-*-7v1Z>f 

[Ell 4] 3¥ffiWtMm&m (CL35) tCfet-tSSEAPl/jK-^-T V"fe>f <Z>*Sf*% 
7. 
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[015] iMH I V-DNA©— jfiffiN9>^7x^S/3>Tvfe>f©jK 

[HI 6] (Ul) ©Wi7-yt>f©^^^t^77„ 

[017] TM^lCfe^^ATF^tJtH I Vffimzft'tZ>mV&7ffitiL(DmW 

~&tss-$ y v a 

[018] ~?>7U7T-ym^nWZ>AT: F(7^H I Vj£'ffi{C;ft-r3#lCD87m 
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[Ell] 
(a) sc-uPA 

NH 2 H 

i/9tH> EGF 




▲ 



COOH 



(b) HMW-uPA 



NH 2 □ 



¥'>>>>>>>>! 



EGF ?'j>^;u 
[fiAfft] 




COOH 



[B«] 



(C) LMW-uPA 



Cys 



NH 2 



[}S(A1)«] 



(d) ATF 

NH 2 □ 



COOH 



EGF 



2 3 




COOH 



CB«] 



1 : KKFG 

2: ASTDTMGRPCLP 
3: RRPWCYVQVQ 
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[02] 




(1870) v / r 

TB= IE5^P9*- 



2 



mil#2 001-3112005 



#2001—042655 



[03 ] 




3 



2 001-3112005 



#2 001-042655 



[04]' 

TB -7;U^^P-->^SiJ(4 (MCS) 




hygromycin 



4 
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[06] 



ColEI 



PTK 
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TB HIV-LTR 




Hygromycin 



SEAP 



SV40 poly A 



TK poly A 




6 
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[US] 




<-ATF 
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[010] 



in O (O ' uNlOCOr^SOniO 
r- CO CO OrrrWNNOno 




/<-HMW 
«<-LMW 

-<-ATF 



[011] 



120 



T4/NL4-3 + HUT.78 



100 



80 



* 40 
20 




P l7fl(ttiS 



1 2 
ATF (ng/ml) 



_i 
4 



8 
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[Ell 2] 

120r U1 +U937 
100 
$ 80 

g eo 

* 40 
20 k 




pi7flcdia 



1 2 3 

ATF (ng/ml) 




[013] 

120 r MC141 
100 

1 80 

2 60 

m 

40- 



a 

LTRJS14 



20 - 
0. 



1 2 3 

ATF (ng/ml) 



4 



9 
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1 2 3 

ATF (ng/ml) 



[Hi 5] 

120 MC141 xpNL4-3 
100 




1 2 3 

ATF (ng/ml) 



1 0 
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[HI 7] 

T4/NL4-3+HUT.78 



400 r 



350 - 
% 300- 
£ 250 



n$g| 




200 - 



150 h 
100 



50 - 



taCD87: 



ATF: - + 



1 1 
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[Ell 8] 

U1 + U937 




taCD87: + + **BBlgG 

ATF: - + - . + - + 
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mm: 

a 



1 
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#fFffiJ^<7)## #12 0 0 1 -0 4 2 6 5 5 

50100231016 

mm& mm 

mm-g f£S3±f 0 0 9 2 

B 13^ 2H21H 

<fgj£ts« • mumm> 

[fttfJB] ¥^13^ 2H20B 



2001 - 3112005 
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ffi m a m m m m 

# [000228545] 
MWnB 19 9 4^1 1H30B 

& ffi ^«m^Mr^#HBT3#l 9# 



